Application No. 09/555,275 

AMENDMENT TO THE CLAIMS 

A listing of the claims presented in this patent application appears below. This listing 
replaces all prior versions and listing of claims in this patent application. 

Claim 1 (currently amended): A method of identifying a compound which modulates 
binding of a natural ligand selected from the group consisting of to th e insulin r e coptor (IR), 
IGF 1 r e c e ptor (IGF IR), or insulin r e c e ptor r e lat e d r e c e ptor (IRR) IGF-L IGF-II and insulin to 
IGF-1R, o r which modulates signal transduction via by binding to IGF-1R or IRR , which 
method comprises: 

(A) assessing the stereochemical complementarity between the compound and a 
molecule, wherein the molecule comprises 

(i) amino acids 1 to 462 of IGF-1R, having the atomic coordinates substantially as 
shown in Figure 1 ; or 

(ii) a subset of said amino acids[[,]] er; 

amino acids pr e s e nt in th e amino acid s e qu e nc e of IR or IRR[[,]] that form an 

e quival e nt thr ee dim e nsional structur e to that of th e mol e cul e as d e pict e d in Figure 1 ; 

(B) obtaining a compound that possesses st e reoch e mical compl e m e ntarity to the 
mol e cule; and selecting and obtaining a compound assessed in step (A) which possesses 
stereochemical complementarity to the molecule: 

(C) t e sting the compound for its ability to (i) modulato binding of a natural ligand to 
IR, IGF IR or IRR or (ii) modulate signal transduction via IR, IGF IR or IRR testing the 
compound in vivo or in vitro for its ability to: 

(i} modulate binding of a ligand selected from the group consisting of IGF-L 
IGF-II and insulin to IGF-1R. or 

(ii) modulate signal transduction by binding to IGF-1R; and 

(D) selecting a compound tested in step (Q that has the ability to: 
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£i) modulate binding of a ligand selected from the group consisting of IGF-L 
IGF-II and insulin to IGF-1R. or 

(ii) modulate signal transduction by binding to IGF-1R . 
Claims 2-20 (canceled). 

Claim 21 (currently amended): A computer-assisted method for identifying a 
compound able to bind to B£[[,]] IGF-1R or IRR, using a programmed computer including a 
processor, an input device, and an output device, including the steps of: 

(a) inputting into the programmed computer, through the input device, data 
comprising the atomic coordinates of the IGF-1R molecule as shown in Figure 1, or a subset 
thereof; 

(b) generating, using computer methods, a set of atomic coordinates of a structure 
that possesses stereochemical complementarity to the atomic coordinates of the IGF-1R 
molecule as shown in Figure 1 , or a subset thereof, thereby generating a criteria data set; 

(c) comparing, using the processor, the criteria data set to a computer database of 
chemical structures; 

(d) selecting from the database, using computer methods, chemical structures which 
are structurally similar to a portion of said criteria data set; and 

(e) outputting, to the output device, the selected chemical structures which are similar 
to a portion of tho said criteria data set. 

Claim 22 (canceled). 

Claim 23 (currently amended): A computer-assisted method according to claim 21, 
which further includes the step of obtaining a compound with a chemical structure selected in 
st e ps (d) and (o) step (d) or outputted in step (e), and testing the compound for the ability to 
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prevent binding of a natural ligand to IR, IGF 1R or IRR selected from the group consisting of 
IGF-L IGF-II and insulin to IGF-1R . 

Claim 24 (currently amended): A computer-assisted method according to claim 21, 
which further includes the step of obtaining a compound with a chemical structure selected in 
st e ps (d) and ( e ) step (d) or outputted in step (e), and testing the compound for the ability to 
decrease signal transduction via by binding to Ht[[J] IGF-1R or IRR . 

Claim 25 (canceled). 

Claim 26 (currently amended): A computer-assisted method according to claim 21, 
which further includes the step of obtaining a compound with a chemical structure selected in 
st e ps (d) and ( e ) step (d) and outputted in step (e\ and testing the compound for the ability to 
increase signal transduction via by binding to IR[[,]] IGF-1R or IRR . 

Claims 27-30 (canceled). 

Claim 31 (currently amended): The method according to claim [[30]] i, in which the 
test in step (Q is a high throughput assay. 

Claim 32 and 33 (canceled). 

Claim 34 (currently amended): The method of claim 1, wherein step (C)(ii) involves 
testing the compound for the ability to modulate *[[,]] IGF-1R or IRR mediated cell 
proliferation. 
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Claim 35 (currently amended): The method of claim 1, wherein the ono or mor e 
subs e ts subset of amino acids in step (a) £A) (ii) is defined by amino acids 191-290 of IGF-1R 
positioned at atomic coordinates substantially as shown in Figure 1 . 

Claim 36 (canceled). 

Claim 37 (currently amended): The method of claim 1, wherein the on e or mor e 
subs e ts subset of amino acids in step (a) (A)(iO is defined by amino acids 223-274 of IGF-1R 
positioned at atomic coordinates substantially as shown in Figure 1 . 

Claim 38 (canceled). 

Claim 39 (currently amended): The method of claim 1 A which further includes the step 
of modifying the compound selected in step (B) or step CD) such that the compound comprises 
structural regions able to make contact with amino acids residues at the surface of the molecule 
as depicted in Figure 2. 

Claim 40 (currently amended): The method of claim 1 A which further includes the step 
of modifying the compound selected in step (B) or step (D) such that the compound comprises 
structural regions able to make contact with amino acids residues in the region of the interface 
between the LI domain and the eys Cvs -rich domain as depicted in Figure 2. 

Claim 41 (currently amended): The method of claim 1, wherein one or more subsets of 
amino acids in step (a) £A}(ii) are the amino acids that form the p-sheet of the LI domain of IGF- 
1R. 

Claim 42 (canceled). 
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Claim 43 (currently amended): The method of claim \ x in which the compound is 
identified from test compounds in a database. 

Claim 44 (currently amended): The method of claim 1, which further includes the step 
of selecting a compound that increases signal transduction via by binding to IR[[J] IGF-1R er 
fRR. 

Claim 45 (currently amended): The method of claim 1, which further includes the step 
of selecting a compound that decreases signal transduction via by binding to IR[[,]] IGF-1R e* 

Claim 46 (currently amended): The method of claim 1, which further includes the step 
of selecting a compound that inhibits or prevents the binding of a natural ligand te-ER, IGF 1R or 
jRR selected from the group consisting of IGF-L IGF-II and insulin to IGF-1R . 

Claim 47 (currently amended): A method of identifying a compound that binds to 
IGF-1R or ERR, the method comprising: 

(A) assessing the stereochemical complementarity between the compound and a 
molecule, wherein the molecule comprises^ 

(i) amino acids 1 to 462 of IGF-1R, having the atomic coordinates 
substantially as shown in Figure 1 ; or 

(ii) a subset of said amino acids[[,]] er; 

amino acids present in th e amino acid s e qu e nc e of IR or IRR that form an 

e quivalent thr ee dimensional structure to that of th e mol e cul e as d e picted in Figuro 1 ; 

(B) obtaining a compound that poss e ss e s st e r e och e mical compl e m e ntarity to th e 
mol e cul e selecting and obtaining a compound assessed in step (A) which possesses 
stereochemical complementarity to the molecule : and 
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(C) selecting a compound that has a an experimentally determined [[Kb]] or Ki of 
less than 10" 6 M for *[[,]] IGF-1R or IRR. 

Claim 48 (currently amended): The method according to claim 47 a wherein the 
is less thanlO" 8 M 

Claim 49 (currently amended): The method according to claim 47 A wherein the Ki is 
less than 10" 8 M 
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